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. ..IVDUs), the multiply transfused, haemodialysis patients*and 
haemophiliacs. Up to 90% of IVDUs are positive for either HGV-RNA or 
antibodies to HGV envelope-2 *protein* (anti-E2) . HGV is frequently 
detected in patients with HBV and HCV infection. Its link to hepatitis has 
now become less certain. Only around 3-6% of non-A-*E* hepatitis cases are 
HGV viraemic, clearly showing that HGV is not the major cause of idiopathic 
hepatitis as originally hoped. Around 1-5% of volunteer. . . 
DRUG DESCRIPTORS: 

interferon — drug *therapy* — dt; hepatitis antibody — endogenous compound — ec 
; virus ^envelope* *protein*; marker — endogenous' compound — ec; ribavirin 
— drug * therapy* — dt 

MEDICAL DESCRIPTORS: / 

^hepatitis g virus; *gb virus c; *virus hepatitis — drug *therapy* — dt; * 
virus hepatitis — epidemiology — ep; *virus hepatitis — etiology — et 
prevalence; rna virus; acute disease; chronic disease; disease transmission 
; high risk population; intravenous drug abuse; hemodialysis patient; 
hemophilia; hepatitis b — drug *therapy* — dt; *hepatitis* *c* — drug 
*therapy* — dt; blood donor; virulence; disease association; virus genome; 
virus classification; virus detection; liver; virus replication; viremia 
— epidemiology — ep; viremia — etiology — et; organ transplantation; 
persistent infection. . . 



10/3, K/21 (Item 5 from file: 73) 

DIALOG (R) File 73 : EMBASE 

(c) 2001 Elsevier Science B.V. All rts . reserv. 

04814190 EMBASE No: 1991308926 

Hepadnavi ruses and hepatocellular carcinoma 

Sherker A.H.; Marion P.L. 

Division of Infectious Diseases, Department of Medicine, Stanford 
University, Stanford, CA 94305 United States 

Annual Review of Microbiology ( ANNU. REV. MICROBIOL. ) (United States) 
1991, 45/- (475-508) 

CODEN: ARMIA ISSN: 0066-4227 
DOCUMENT TYPE: Journal; Review 

LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 

...that liver neoplasia may result from longstanding hepatocellular 
necrosis and regenerative repair. The recent findings that HCC can develop 
in transgenic mice overexpressing an HBV ^envelope* *protein* and in 
chronic carriers of ^hepatitis* *C* virus, a RNA virus with no known DNA 
intermediate, indicate that virus-associated HCC can develop in the absence 
of integration of viral DNA. Yet... 

...and adult injected woodchucks to observe differences in expression of 
oncogenes or tumor suppressor genes and in integration patterns that might 
provide clues to the *earlier* timetable of HCC in the newborn. More study 
of DHBV-infected ducks is needed to determine whether this avian virus is 
carcinogenic in its host... 

...chromosomal alterations, and genetic and environmental host factors may 
all participate in the development of the malignant phenotype. The relative 
contribution and chronological sequence of *each* of these factors remains 
to be determined and may vary among chronically infected individuals. We 
are now entering an era in hepadnaviral research in which we have new 
experimental tools with which to investigate the process of 
hepatocarcinogenesis, improve the diagnosis and * treatment* of HCC, and 
hopefully even prevent its occurrence. 
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*** ANNOUNCEMENT *** 
* * * 

NEW FILE RELEASED 

***Investext PDF Index (File 745) 

***Daily and Sunday Telegraph (London) Papers (File 756) 
***The Mirror Group Publications (United Kingdom) (File 757) 
***Reuters Business Insight (File 759) 

UPDATING RESUMED 

***Books In Print (File 470) 
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***TFSD Ownership Database (File 540) 

**★ 
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***Brands and their Companies (File 116) 
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***Kompass Canada (File 594) 
FILES REMOVED 
***EconBase (File 565) 

New pricing structure for Pharmapro jects (Files 128/928) from 
April 1, 2001. Check Help Newsl28 or Help News928 for further 
information . 

»>Get immediate news with Dialog 1 s First Release 

news service. First Release updates major newswire 
databases within 15 minutes of transmission over the 
wire. First Release provides full Dialog searchability 
and full-text features. To search First Release files in 
OneSearch simply BEGIN FIRST for coverage from Dialog 1 s 
broad spectrum of news wires. 
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10/3, K/l (Item 1 from file: 155) 

DIALOG (R) File 155 :MEDLINE (R) 

(c) format only 2000 Dialog Corporation. All rts . reserv. 

10434314 20261726 
Cell fusion activity of 'hepatitis* *C* virus 'envelope* 'proteins*. 

Takikawa S; Ishii K; Aizaki H; Suzuki T; Asakura H; Matsuura Y; Miyamura 

T Department of Virology II, National Institute of Infectious Diseases, 

^Surnal^of virology (UNITED STATES) Jun 2000, 74 (11) P 5066-74, ISSN 
0022-538X Journal Code: KCV 

Languages: ENGLISH 

Document type: JOURNAL ARTICLE 

Cell fusion activity of 'hepatitis* *C* virus *envelope* *proteins*. 

To examine the cell fusion activity of *hepatitis* *C* virus (HCV 
*envelope* 'proteins* (El and E2) , we have established a sensitive cell 
fusion assay based on the activation of a reporter gene as described 
previously (O. Nussbaum, C. C. Broder, and *E* . A. Berger, J. Virol. 
68-5411-5422 1994). The chimeric HCV El and E2 proteins, *each* consisting 
of' the ectodomain of the El and E2 *envelope* 'protein* and the 
transmembrane and cytoplasmic domains of the vesicular stomatitis virus G 
glycoprotein, were expressed on the cell surface. Cells expressing the 
chimeric 'envelope* 'proteins* and T7 RNA polymerase were cocultured with 
the various target cell lines transfected with a reporter plasmid encoding 
the luciferase gene under the control of... 

fusion requires both the chimeric El and E2 proteins and occurs in a 

low-pH-dependent manner. Although it has been shown that HCV E2 *protein 

binds human CD81 (P. Pileri, Y. Uematsu, S. Campagnoli, G. Galli, F. 

Falugi, R. Petracca, A. J. Weiner, M. Houghton, D. Rosa, G. Grandi, and... 

Science 282:938-941, 1998), the expression of human CD81 alone is not 
sufficient to confer susceptibility to cell fusion in the mouse cell line. 
♦Treatment* of the target cells with pronase, heparinase, or heparitinase 
reduced the cell fusion activity induced by the chimeric 'envelope 
'proteins* . These results suggest (i) that both HCV El and E2 proteins are 
responsible for fusion with the endosomal membrane after endocytosis and 
(ii) that certain *protein* molecules other than human CD81 and some 
glycosaminoglycans on the cell surface are also involved in the cell fusion 

induced by HCV. ».,_,_■,• MC .. *„; „i 

Descriptors: 'Hepatitis* *C*-Like Viruses— Metabolism--ME; 'Viral 
'Envelope* 'Proteins*-- Metabolism— ME. .. ; Genetics— GE; Antigens CD 
—Metabolism— ME; Cell Fusion— Physiology— PH; Cell Line; Cell Line, 
Transformed; Chickens; CHO Cells; COS Cells; Gene Expression; Hamsters; 
Hela Cells; *Hepatitis* *C*-Like Viruses— Genetics— GE; Hydrogen-Ion 
Concentration; Mice; Rabbits; Recombinant Fusion Proteins-Genetics-GE; 

Recombinant Fusion Proteins— Metabolism— ME; Tumor Cells, Cultured; Viral 
*Envelope* *Proteins* — Genetics — GE; 3T3 Cells 

Chemical Name: Antigens, CD; (El *protein*, 'hepatitis* *C virus; 

(Recombinant Fusion Proteins; (TAPA-1 antigen; (Viral 'Envelope 
'Proteins*; (*hepatitis* *C* virus envelope 2 *protein* 



10/3 ,K/2 (Item 2 from file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2000 Dialog Corporation. All rts . reserv. 



10335103 20184084 

The molecular basis for responsiveness to anti-viral *therapy* xn 

♦hepatitis* *C*. 

Polyak SJ; Gerotto M 

Department of Laboratory Medicine, University of Washxngton, Seattle, 
USA • 

Forum (ITALY) Jan-Mar 2000, 10 (1) p46-58, ISSN 1121-8142 
Journal Code: COR 

Contract/Grant No.: AI/DK 41320-02, AI, NIAID 
Languages: ENGLISH 

Document type: JOURNAL ARTICLE; REVIEW; REVIEW, TUTORIAL 

The molecular basis for responsiveness to anti-viral *therapy* in 

♦hepatitis* *C*. , . . . 

*Hepatitis* *C* virus (HCV) infection is an important clinical problem, 
with a world-wide prevalence of approximately 1-2%. HCV infection is 
associated with an increased risk for the development of severe liver 
d>sease-.~-'-fiCv\ is inherently resistant to anti-viral *therapy* _with 
(Interferon t*FN) . The virus circulates in infected individuals" srs-a-mixture 
V f — re -YatSd, yet genetically distinct variants, or c^as i_species .-Many 
studies have implicated HCV quasispecies in I FN responsiveness. Effective 
containment of HCV quasispecies mutation and selection through more 
aggressive "therapy* (*e*.g. daily induction), cornbination *therapy _( e 

q I FN plus ribavirin), or longer lasting "therapy* (*e*.g^egy^ated_IFN£? 
is required for I FN responsiveness. Recently, several HCV proteins 
including the non-structural 5A and envelope gene 2-glycoprotein have been 

^Descriptors: Antiviral Agents-Therapeutic Use-TU; **Hepatitis* *C* 
— Drug *Therapy* — DT ; **Hepatitis* *C*-Like Viruses— Drug Effects— DE; 
Antiviral Agents— Administration and Dosage— AD; Drug Combinations; Drug 
Resistance, Microbial; Genetics, Biochemical; "Hepatitis* *C*-Like Viruses 
—Genetics— GE; Interferons— Administration and Dosage— AD; Interferons 
—Therapeutic Use— TU; Liver Diseases— Virology— VI ; Mutation— Genetics— GE 
; Phosphoproteins— Genetics— GE; Ribavirin-Administration and Dosage-AD; 

Ribavirin— Therapeutic Use— TU; Risk Factors; Selection (Genetics); Viral 
♦Envelope* *Proteins*— Genetics— GE; Viral Nonstructural Proteins— Genetics 

Chemical Name: Antiviral Agents; (Drug Combinations; (Phosphoproteins; 
(Viral "Envelope* *Proteins*; (Viral Nonstructural Proteins; (*hepatitis 
*C* virus envelope 2 "protein*; (Ribavirin; (Interferons 



10/3, K/3 (Item 3 from file: 155) 

DIALOG (R) File 155 :MEDLINE (R) 

(c) format only 2000 Dialog Corporation. All rts. reserv. 

10268949 20091320 

Genetic heterogeneity of hypervariable region 1 of the 'hepatitis* C 
virus (HCV) genome and sensitivity of HCV to alpha interferon ^rapy . 

Sandres K; Dubois M; Pasquier C; Payen JL; Alric L; Duffaut M; Vinel JP, 

"L^oratoirr'de' Vi^logie, Hopital Purpan, CHU Toulouse, 31059 Toulouse 

^Journlr'of' virology (UNITED STATES) Jan 2000, 74 (2) P 661-8, ISSN 
0022-538X Journal Code: KCV 

Languages : ENGLISH 

Document type: JOURNAL ARTICLE 

Genetic heterogeneity of hypervariable region 1 of the 'hepatitis* *C* 
virus (HCV) genome and sensitivity of HCV to alpha interferon *therapy*. 



'Hepatitis* *C* virus^RCV) populations persist in viv^^s a mixture of 
w B r W neous viruses called quasispecies . The relationship between the 
"genetic heterogeneity of these variants and their responses to antiviral 
^treatment* remains to be elucidated. We have studied 26 virus strains to 
determine the influence of hypervariable region 1 (HVR-1) of the HCV genome 
on the effectiveness of alpha interferon (IFN-alpha) 'therapy*. Following 
PCR amplification, we cloned and sequenced HVR-1. Pretreatment serum 
samples from 13 individuals with chronic 'hepatitis* *C* whose virus was 
subsequently eradicated by treatment* were compared with samples from 13 
nonresponders matched according to the major factors known to influence the 
response, i.*e* ., sex, genotype, and pretreatment serum HCV RNA 
concentration. The degree of virus variation was assessed by analyzing 20 
clones per sample and by calculating nucleotide... 

Descriptors: Antiviral Agents-Therapeutic Use-TU; 'Genetic 

Heterogeneity; "Hepatitis* *C*-Like Viruses-Genetics-GE; "Hepatitis 
*C* Chronic— Drug *Therapy* — DT ; "Hepatitis* *C*, Chronic— Virology— VI; 
'Interferon Alfa-2b-Therapeutic Use-TU; *Viral 'Envelope* *Proteins 
—Genetics— GE; Adult; Amino Acid Sequence; Base Sequence; DHA, Viral; 
Genome, Viral; 'Hepatitis* *C, Chronic— Physiopathology—PP; Middle Age; 
Molecular Sequence Data; Retrospective Studies; Sequence Homology, Amino 

^Chemical Name: Antiviral Agents; (DNA, Viral; (Viral 'Envelope* 
'Proteins'; ('hepatitis* *C* virus envelope 2 *protem*; (Interferon 
Alfa-2b 



10/3, K/4 (Item 4 from file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2000 Dialog Corporation. All rts. reserv. 

10014821 99370165 . . 

Effect of retreatment with interferon alone or interferon plus ribavirin 
on *hepatitis* *C* virus quasispecies diversification in nonresponder 

^GeroSo^; SuS^n^SSS SoVchemello L, Cavalletto L; Pontisso P; 

^Department^of Clinical and Experimental Medicine, University of Padua, 

Pa £Srnai al 2f virology (UNITED STATES) Sep 1999, 73 (9) P 7241-7, ISSN 

fiO?2-538X Journal Code: KCV 

Contract/Grant No.: AI40032-02, AI, NIAID; AI39049-02, AI, NIAID 
Languages: ENGLISH 

Document type: JOURNAL ARTICLE . 

Effect of retreatment with 'interferon alone/or interferon plus^ribavirin 
on 'hepatitis* *C* virus ^quasispecies- diversification in nonresponder 

basis in only 15 to 25% of patients with chronic *hepatitis* *C . The 
results of recent trials indicate that response rates can be significantly 
increased when IFN-alpha is given in combination with ribavirin. However, a 
large number of patients do not respond even to combination 'therapy 
Nonresponsiveness to I FN is characterized by evolution of the *hepatitis 
!?* Trul (HCV) quasispecies. Little is known about the changes occurring 
within the HCV genomes when nonresponder patients are retreated with I FN or 
with I FN plus. . . 

tracking assay and clonal frequency analysis techniques. A major finding 
of Sis study was the relatively rapid evolution of the HCV quasispecies 
observed in both 'treatment' groups during the 'early' phase 1 compared 
the late phase 2 of 'treatment'. The rate of quasispecies diversification 
in HVR1 was significantly higher during phase 1 versus phase 2 both in 
patients who received I FN plus ribavirin (P. . . 

...quasispecies appeared to be rather homogeneous and stable in most 
nonresponder patients, suggesting the presence of a single well-fit ma : or 



variant, resistant to iliviral ♦treatment*, in agreeme^with published 
*»<-a which have identified an I FN sensitivity determinant region within the 
NS5A. During the entire 8 months of retreatment, there was no difference m 
the rate of fixation of mutation between patients who received combination 
'therapy* and patients who were treated with I FN alone, suggesting that 
ribavirin had no major effects on the evolution of the HCV quasispecies 
after the initial 2 months of I FN *therapy*. . 

Descriptors: Antiviral Agents-Therapeutic Use-TU; -Hepatitis* *C*-Like 
Viruses-Drug Effects— DE; **Hepatitis* *C*, Chronic-Drug *Therapy*-DT; 

**Hepatitis* *C*, Chronic— Genetics— GE; *Interferon-alpha— Therapeutic 
Use— TU; *Ribavirin— Therapeutic Use— TU; 'Variation (Genetics); *Viral 



'Envelope* * Proteins*— Genetics— GE; *Viral Nonstructural Proteins 
—Genetics— GE; Adult; Drug 'Therapy*, Combination; Middle Age; treatment 
Outcome; Viral Load 
Chemical Name: Antiviral Agents; ( Inter feron-alpha; (NS-5 *protein , 
*hepatitis* *C* virus; (Viral *Envelope* *Proteins*; (Viral Nonstructural 
Proteins; (*hepatitis* *C* virus envelope 2 *protein*; (Ribavirin 



10/3, K/5 (Item 5 from file: 155) 

DIALOG (R) File 155 :MEDLINE (R) 

(c) format only 2000 Dialog Corporation. All rts . reserv. 
09778316 99045098 

' HCV core immunodominant region analysis using mouse monoclonal antxbodies 
and human sera: characterization of major epitopes useful for antigen 

^Jolivet-Reynaud C; Dalbon P; Viola F; Yvon S; Paranhos-Baccala G; Piga N; 
Bridon L; Trabaud MA; Battail N; Sibai G; Jolivet M France 

Departement des ImmUnoessais, bioMeneux, Marcy 1 Etoile, France. 
colette.jolivet@ensbma.cnrs.fr 

Journal of medical virology (UNITED STATES) Dec 1998, 56 (4) P 300-9, 
ISSN 0146-6615 Journal Code: I9N 

Languages: ENGLISH 
y Document type: JOURNAL ARTICLE 

•Monoclonal antibodies (MAbs) were generated by immunizing mice with a 
truncated recombinant 'protein* corresponding to the immunodominant region 
(residues 1-120) of *hepatitis* *C* virus (HCV) nucleocapsid *protein*. The 
specific recognition by either human sera or mouse monoclonal antibodies of 
overlapping peptides spanning the core region 1-120 as well as the 
comparison with epitopes' described *earlier* allowed the fine mapping of 
HCV core. Within the region 1-120, the major antigenic d ° m " n .^.^ 
restricted to the first 45 amino acids. Indeed, the *peptide* S42G 
(residues 2-45) allowed the detection of an anti-HCV core response by all 
anticore-positive human sera examined. According to their epitope 
localization . . . 

... used in a sandwich ELISA for the capture and the detection 
respectively, of viral core antigen in sera of patients with chronic HCV 
Section. After treatment* of sera with triton x 100 m acidic 
conations, amounts of viral antigen as low as 20 pg/ml of sera could be 

^Descriptors: Antibodies, Monoclonal— Immunology— IM; "Hepatitis* *C* 
Antiqens-Immunology-IM; **Hepatitis* *C*-Like Viruses-Immunology-IM; 
*^unoSominant Epf Lpes-Immunology-IM; *Viral Core ^teins--i™«nology 
-IM; Epitope Mapping; *Hepatitis* *C*-Diagnosis--DI ; *Hepatxtxs C + 
-Virology-VI; *Hepatitis* *C* Antibodies— Blood- BL; *Hepatitis C 

An^gens-Blood-BL; Mice; Peptides-Chemical Synthesis-CS; Peptides 
- - Immunology- - IM ; Recombinant Proteins-Biosynthesis-BI ; Recombinant 
Pro™s-?Lunoiogy-IM; RNA, Viral-Blood-BL; Viral Core Proteins-Blood 
— BL; Viral *Envelope* * Proteins*— Immunology— IM; Virenua-Diagnosis— DI , 

V Cnemical V Namer*hepatitis* *C* virus nucleocapsid *protein*; (Antibodies, 
MonocTonal; (*He P atitis* *C* Antibodies; <*Hepatitis* *C Antigens; 
(immunodominant Epitopes; (Peptides; (Recombinant Proteins; (RNA, Viral, 



(Viral Core Proteins; (VWil *Envelope* *Proteins+ 



10/3, K/6 (Item 6 from file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2000 Dialog Corporation. All rts . reserv. 

09703421 98444917 

Relationship between interferon *therapy* and variability in 
nonstructural gene 5b of *hepatitis* *C+ virus. 

Tao Q; Wei L; Chang J; Wang H; Sun Y 

Institute of Hepatology, People's Hospital of Beijing Medical University, 
People's Republic of China. 

Journal of gastroenterology (JAPAN) Oct 1998, 33 (5) p684-93, ISSN 
0944-1174 Journal Code: BWP 

Languages: ENGLISH 

Document type: JOURNAL ARTICLE 

Relationship between interferon *therapy* and variability in 
nonstructural gene 5b of *hepatitis* *C* virus. 

The ^hepatitis* *C* virus (HCV) quasispecies nature in the hyper variable 
region (HVR) has been reported and found to relate to the effectiveness of 
interferon (IFN) *treatment* . However, the quasispecies nature in the 
nonstructural (NS) 5b region remains to be addressed. To examine this 
characterization and relationship with IFN *therapy*, we sequenced six 
independent HCV clones from *each* of eight patients. The eight patients 
were classified as responders or nonresponders to IFN. In the four 
responders, we found one to three isolates in *each* of the six clones. In 
the nonresponders, the six clones consisted of four, five, six, and six 
isolates, respectively. Compared the (NS) 5b genes of the isolates obtained 
from the patients with that of the reported *hepatitis* *C* virus HC-C2 or 
HC-J6 isolate the ratio of nonsynonymous to total substitutions ranged from 
17.61% to 30.95% in the responders and... 

also compared posttreatment with pretreatment sequences. The average 
number of varying amino acids ranged from 5 . 5 to 9 . 0 in isolates remaining 
after IFN ^treatment* and from 4.3 to 5.5 in the isolates that disappeared 
with IFN *treatment* . Two changed amino acids (glycine to arginine and 
valine to' isoleucine) (compared with the pretreatment clones) were found in 
the posttreatment clones of one of the responders and one amino acid change 
(valine to alanine) was found in another responder. These results suggest 
that- the NS5b quasispecies correlates with IFN treatment* effectiveness. 
These results also implied that the heterogeneity in different hierarchical 
strata has a common impact on IFN ^treatment*, making infected patients 
resistant to IFN. Our study also provides evidence that HCV elimination and 
mutation may occur simultaneously during IFN *therapy*. 
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Heterogeneity in E2 region of GBV-C/hepatitis G virus and *hepatitis* *C* 
virus . 

GB virus C/hepatitis G virus (GBV-C/HGV) is related distantly to 
^hepatitis* *C* virus (HCV) . HCV has a hypervariable region (HVR) , and 
exists as quasispecies in vivo. Although GBV-C/HGV also has replaceable 
amino acids in the. . . 

. . . HCV was investigated by the single-strand conformation polymorphism 
(SSCP) analysis in six concomitantly infected patients. Two patients were 
observed for 4 years without any * treatment*, and four were treated with 
interferon-alpha (I FN) . By SSCP analysis, amplicons of GBV-C/HGV RNA were 
separated into 1-5 bands on gels for *each* patient. The amplicons had 
different nucleotide but the same amino acid sequences in the presumed 
antigenic region. The amplicons of HCV RNA, separated into 1-4 bands, had 
different nucleotide and amino acid sequences in the HVR. In the two 
patients without ^treatment* , the predominant strain of GBV-C/HGV was 
unchanged for the 4 years. In the four patients administered I FN, some 
strains of GBV-C/HGV disappeared after I FN *therapy*, whereas other strains 
persisted. The mean genetic distance among GBV-C/HGV strains represented by 
SSCP analysis was significantly lower than that of HCV (P... 
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Involvement of endoplasmic reticulum chaperones in the folding of 
♦hepatitis* *C* virus glycoproteins. 

The ^hepatitis* *C* virus (HCV) genome encodes two envelope glycoproteins 
(El and E2) which interact noncovalently to form a heterodimer (E1-E2) . 
During the folding and assembly of . . . 

were very similar. However, calreticulin and BiP interacted 
preferentially with aggregates whereas calnexin preferentially associated 



with monomeric forms HCV glycoproteins or noncd^Rent complexes. 

Tunicamycin ^treatment* inhibited the binding of HCV glycoproteins to 
cainexin and caireticuiin, indicating the importance of N-linked 
oligosaccharides for these interactions. The effect of the 
co-overexpression of *each* chaperone on the folding of HCV glycoproteins 
was also analyzed. However, the levels of native E1-E2 complexes were not 
increased. Together, our data suggest... 
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Modulation of *hepatitis* *C* virus quasispecies heterogeneity by 
interferon-alpha and ribavirin * therapy* . 

To determine the effects of interferon-alpha (IFN-alpha) and ribavirin 
*therapy* on ^hepatitis* *C* virus (HCV) quasispecies heterogeneity, 29 
patients with chronic HCV infection treated with either IFN-alpha (n = 15) , 
ribavirin (n = 7) or placebo (n = 7) were... 

... hypervariable region 1 (HVR1). For patients receiving IFN-alpha, HVR1 
was amplified in 14 of 15 patients before, and in six of seven patients 
after *therapy* . After controlling the amount of amplicon loaded, a 
reduction in the number of SSCP bands was observed with IFN-alpha *therapy* 
(median number of SSCP bands per patient was eight before *therapy* and 
two after *therapy*). In the seven patients within *each* of the ribavirin- 
and placebo-treated groups, there was no significant difference in the 
viraemia level, number of SSCP bands per patient or the SSCP band pattern, 
before and after *therapy* . These findings suggest that at the doses given, 
IFN-alpha, but not ribavirin, exerts a selective pressure on HCV 
quasispecies heterogeneity. 
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Quasispecies analysis in *hepatitis* *C* virus infection by fluorescent 
single strand conformation polymorphism. 

*Hepatitis* *C* virus (HCV) results frequently in chronic hepatitis and 
its sequelae liver cirrhosis and hepatocellular carcinoma. Interf eron-alpha 
is at present the most effective ^treatment*, resulting in a sustained 
response in about 20-25% of patients. HCV genotype, titer and quasispecies 
determine the success of ^treatment*. In this study, fluorescent single 
strand conformation polymorphism (f-SSCP) was evaluated for the analysis of 
HCV quasispecies. Two sera from a chronically HCV-inf ected. . . 

. . . PCR. The PCR products were cloned and sequenced or f luorescein-labeled 
and subjected to f-SSCP. Both methods demonstrated a single HCV species in 
the *early* serum and multiple quasispecies in the late serum. Single 
clones of the heterogeneous virus population were used to optimize 
conditions for f-SSCP. The most... 
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. . . levels for as long as five years and three patients with high ALT 
levels were studied. None of the six patients had a history of *treatment*. 
HCV RNA was extracted from serum obtained from *each* patient in 1990 and 
1995. The E2/NS1 region, including HVR-1 and HVR-2, was amplified using the 
RT-PCR method. PCR products were... 
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♦Hepatitis* *C* virus genotyping by means of 5 1 -UR/core line probe assays 
and molecular analysis of untypeable samples. 

To test the theoretical possibility of 5 1 -UR mistyping between 
*hepatitis* *C* virus subtypes la and lb, we combined a 5'-UR/Core line 
probe assay (Li PA) with a nested PCR system and retested 183 sera, 
previously. . . 

... 2 5 f -UR/Core LiPA. They were unexpectedly found to belong to subtype 2c 
in the majority of cases. Among serum samples originating from South-*East* 
Asia, several additional genotypes (7a, 7c, 7d, and 9a) were detected which 
had 5'-UR sequence motifs indistinguishable from genotype 1. Based on 
13,203. . . 

... existence of 10 types, including 50 subtypes. Previously, extensive 
studies involving genotypes la, lb, 2a, and 2b indicated the importance of 
HCV subtyping in interferon *treatment* and progression of chronic liver 
disease. The herein described expansion in the number of HCV types and 
subtypes should help improve diagnosis, *treatment* and possibly 
prophylaxis of *hepatitis* *C* liver disease. 
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Hypervariable 5 ' -terminus of 'hepatitis* *C* virus E2/NS1 encodes 
antigenically distinct variants. 

Synthetic peptides representing sequences encoded at the 5' -terminus of 
E2/NS1 in -hepatitis- -C* virus (HCV) were constructed. Peptides 
synthesized based on the sequences of four distinct HCV isolates were used 
to develop enzyme immunoassays (EIAs) for detection of... 

detected in 54 . 6% of U . S . and 55.6% of Japanese commercial plasma donors 
who had previous evidence of HCV exposure. Our data support -earlier- 
findings of geographic variability among HCV variants. The region encoded 
by amino acids (aa) 380-436 was shown to contain at least one 
variant-specific. . . 
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Demonstration of sugar moiety on the surface of *hepatitis* *C* virions 
recovered from the circulation of infected humans. 

The amino acid sequence for the -envelope- -protein* (s) predicted from 



the nucleotide sequence f the *E* and E2/NS1 regions o^ffhe *hepatitis* 
*C* virus (HCV) genome is enriched with an N-linked glycosylation site 
motif, Asn-X-Thr/Ser, suggesting oligosaccharide moieties are present on 
the virion surface... 

...to lectins: HCV showed a strong binding to RCAI and WGA, weak binding to 
Con A, and no detectable binding to AAL, LCA, or PNA. treatment* of the 
HCV virion preparation with an enzyme, glycopeptidase A, or a detergent, 
NP-40, resulted in a significant decrease in .the ability to bind... 
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Abstract 

Antigenicities of groups I and II *hepatitis* *C* virus] 

HCV genomes are considerable heterogeneities in nucleotide and amino acid 
sequences among individual isolates. The primary structure of the putative 
core and NS3 *protein* regions are relatively conserved among HCV isolates, 
while those of ^envelope* *proteins* (El and E2) and NS4 are variable. On 
the basis of nucleotide sequence homology of parts of HCV genomes, several 
research groups have reported the... 

regions followed by diagnostic studies using these clones, have shown 
that there are at least two groups of HCV, group I and group II. The 
^peptide* produced in *E*. coli, carrying group I and II cDNA clones (A. A. 
positions 1676-1736 of NS4 region) are recognized by circulating antibodies 
specific to group I... 

... 4 regions. Biological significance of these two groups of HCV is 
suggested by the observation that the group I HCV was resistance to the IFN 
*therapy* (10-20% showing a good response), on the other hand the group II 
HCV showed a good response (70-90%).... 
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Hepatitis B virus (HBV) serology has become extremely refined. As well as 
the recognised hepatitis B surface (HBs) , hepatitis Bcore (HBc) , and 
hepatitis B *e* (HBe) antigen-antibody systems, new markers have been 
introduced including pre-Sl, pre-S2 for the envelope and the functional X 
'protein* . New automates have been introduced allowing flexibility in the 
different tests according to precise needs. The monitoring of pre-Sl 
antigen provides a relevant correlate... 

. . . quantitative determination of HBV-DNA, pre-Sl Ag, and IgM anti-HBc seem 
most useful for the decision to use, and the monitoring of, antiviral 
^treatment*. Second generation ELISAs detect antibodies to three sets of 
*hepatitis* *C* virus (HCV) *protein* including the c22 core, and c33, and 
clOO, which correspond to the non-structural regions (NS3 and NS4, 
respectively). Second generation ELISAs require confirmation by... 
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Mutations in the E2-PePHD and NS5A region of *hepatitis* *C* virus type 1 
and the dynamics of ^hepatitis* *C* viremia decline during interferon alfa 
♦treatment* 

Both a double-stranded RNA-dependent 'protein' kinase 

(PKR) -phosphorylation homology domain (PePHD) within the E2 'protein* and a 
PKR-binding domain within the nonstructural 5A (NS5A) *protein* of 
'hepatitis* *C virus (HCV) genotype 1 isolates inhibit the function of the 
interferon alfa ( IFN-alpha) -induced antiviral effector 'protein* PKR in 
vitro. We investigated whether the mutational pattern of the E2 region 

(codons 618-681, including PePHD) of 81 HCV genotype 1-infected patients... 

...PePHD (codons 618-681) 72 of 81 patients (89%) had 2.6 +/- 0.17 
mutations (median, 3; range, 1-8) that did not correlate with 'treatment* 
response. Sequence analysis of the NS5A 'protein* (codons 2,209-2,274, 
including interferon sensitivity determining region [ISDR] ) in 39 of 81 
patients showed a higher mean number of mutations in the... 



...0.54 [n - 9]) than in group 1 (0.67 +/- 0.19 [n = 12] ; P = .049 group 1 
vs. 3) and a mutant type ISDR (*e*.g., >=4 mutations) was significantly 



more frequent in sustainec^trologic responders than in noriWsponders or 
relapsers (2 of 4 [50%] vs. 2 of 35 [6... 
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The amino acid sequence of the PKR-eIF2aipha phosphorylation homology 
domain of *hepatitis* *C* virus envelope 2 *protein* and response to 
interferon-alpha 

A region of the *hepatitis* *C virus (HCV) envelope 2 'protein', the 
'protein' kinase, PKR and 'early' initiation factor 2alpha phosphorylation 
homology domain (PePHD), may be important in interferon (IFN) -alpha 
resistance. The PePHD was amplified by polymerase chain reaction and 
sequenced, and the amino acid sequence derived from pretreatment serum of 
14 genotype 3-infected patients with a range of responses to IFN-alpha 
'therapy'. Only 1 patient had a PePHD variant. IFN-resistant PePHD variants 
present at low titers in pretreatment serum should be selected by 'therapy* 
; therefore, the PePHD amino acid sequence was also obtained from serum 
collected during or after 'treatment* in 5 patients with breakthrough or 
relapse of HCV RNA positivity. No difference was found between the pre- and 
posttreatment PePHD sequences. Thus, it appears that pretreatment 
sequencing of the PePHD would not enable clinicians to predict the 
'treatment* response. There was no evidence that IFN *therapy* exerts 
selection pressure in this region. 
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DNA immunization of mice and macaques with plasmids encoding *hepatitis* 
*C* virus envelope E2 *protein* expressed intracellularly and on the cell 
surface 

We analyzed the humoral immune response elicited by *hepatitis* *C* virus 
(HCV) E2 *protein* expressed in vivo after injection of plasmid DNA into 
mice and rhesus macaques. Three plasmids were used for immunization: a 
plasmid containing the entire sequence of the E2 and p7 genes (pE2); a 
plasmid encoding a truncated form of the E2 *protein* targeted to the cell 
surface (pE2surf ) ; a control plasmid (pDisplay) lacking an HCV insert. 
*Each* plasmid was injected intramuscularly into 5 mice and 
intraepidermally (via gene gun) into 5 mice. Immunization was repeated 
three times at three week intervals. Five... 

...was repeated after 8 weeks. All mice immunized via gene gun with pE2 or 
pE2surf developed anti-E2. The animals immunized with pE2surf developed an 
*earlier* and stronger humoral immune response than those immunized with 
pE2. Only 2 of the mice injected by the intramuscular route, both immunized 
with pE2surf , developed. . . 
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